
xhibit D 



Hyd~~~~rti$~~~ Acetate Lotion USP 

The topical cortieosteroids constitute a class of primarily s~th~ti~ steroids used as anti- 
~~ammat~ry and anti-pruritic agents. Hydrocortisnne acetate is a member of this class. 
~ydr~G~rt~u~~ Acetate has a molecular formula ofC23H&e, a molecular weight of 
404.50, and a CAS registry number of 50-03-3 The chemical name is: Pregn-4-ene- 
?,2~-di~u~~2l-~ac~tyl~xy~- 11, 17-dihydroxy-, (11 p)- and the chemical structural 

resented beluw: 

Hydr~~~rtis~n~ Acetate LuGon is a topical preparation ~~~ta~~g hydru~~rt~~ng 
acetate 2.5% w/w in a water washable lotion containing the following inactive 
~gr~die~ts: steasic acid, cetyl alcohol, polyuxyl4O stearate, diiso 
d~et~~~n~, trolamine, p~vid~n~, potassium sorbate, sorbic acid, glycerin, ~~tr~laturn~ 
lanoti, hydrogenated coconut oil, srtrbitan sesquiolate, stearyl alcohol, and 
water. 
CLIlWGAL PHAIRMACOLOGY 
Topical corticosteroids share anti-~~amrnat~ry~ anti-~ruriti~, and vasu~~nstri~tive 
actions. 
The rn~~han~rn of antiinflammatory activity of the topical ~~~ic~ster~ids is unclear. 
Various laboratory methods, including Vas~~Qnstri~t~r assays, are used to cumpare and 
predict potem%s andfor clinical efficacies of the topical c~~i~~st~ruids. There is some 
evidence to suggest that a recognizable correlation exists between vasuc~~st~~tur 
potency and therapeutic ef%icacy in man. 
~~a~~a~~~~~~~~: The extent of percutaneous absorption of topical ~~rtic~ster~ids is 
det~rm~ed by many factors including the vehicle, the integrity of the epidermal barrier, 
and the use of occlusive dressings. 
Topical ~~rti~~ster~ids can be absorbed from normal intact skin. In~ammati~~ andfor 
other disease processes in the skin increase percutaneous absorption. Occlusive dressing 
s~bst~tia~y increase the percutaneous absorption of topical ~Qrti~~st~r~ids. Thus, 
occlusive dresshg may be a valuable therapeutic adjunct for the treatment af resistant 
dermatases, (See DOSAGE AND ~~I~IST~ATIU~.~ 



Once absorbed thr skin, topical corticosteroids are handled through 
ph~rna~~~eti~ p similar to systemi~a~y adm~istered ~~rti~~ster~ids. 
C~rti~~ster~ids are bound to plasma proteins in varying degrees. CQrtic~ster~id are 
metabQ~zed primarily in the liver and are then excreted by the kidneys, Some of the 
topical ~~rti~~ster~ids and their metabolites are also excreted into the bile 
INDICATIIONS AND USAGE 
Topical ~~rti~~ster~ids are indicated far the relief of the ~~arnrnat~~ and pruritic 
ma~~estati~ns of ~~rtic~ster~id-resp~nsivg dermatoses, 
C~~T~~~~~CAT~U~~ 
Topical ~~rti~~ster~ids are c~ntra~dicated in those patients with a 
h~ersensitivity ta any af the components of the preparation. 
~~ECA~T~~~S 
GenerraX: Systemic abs~rptiun pica1 corticosteroids has ~~~d~~~d reversible 
b~otha~amic-pituitary-adrenal ( A) axis suppressions m~estati~ns of Gushing’s 
syndrome, h~erglycemia~ and cosuria in some patients. 
CunditiQns which augment systemic absorption include the ap 
potenr steroids, use ever large surface areas, prolonged use, 
occlusive dressings. 
Therefore, patients receiving a large dose of a potent topical steroid applied ta a large 
surface area or under an occlusive dressing should be evaluated p~ri~di~a~y far 
evidence of HPA axis suppression by using the urinary free cortisol and ACTH 
st~ulation tests. If PA axis suppression is noted, an attemp should bg made 20 
withdraw the drug, reduce the frequency of application, or 
steroid. 
Recovery of HPA axis function is generally prompt and complete upon d~~~~t~uati~n 
of the drug. infrequently, signs and symptoms of steroid withdrawal may occur, 
requiring supplements systemic csrtieosteroids. 
Ch~dren may absorb pr~pQrti~na~y larger amounts of topical ~~rtic~steruid and thus be 
more susceptible to systemic toxicity. (See P~ECA~TIU~S - Pediatric Use.) 
If ~ritati~~ develops, topical c~rti~~ster~ids should be d~~unt~ued and apprupriate 
therapy instituted. In the presence of dermat~l~gi~~ infections, the use of an 
appropriate ~t~ungal or antibacterial agent should be instituted, If a favo ponse 
does not occur promptly, the corticosteroid should be dis~~~t~~~d until t ian 
has been adequately controlled. 
Ir&rmation for Patients: Patients using topical c~rti~~ster~ids should receive the 
following information and instructions: 
II* This medicatiun is to be used as directed by the physici~* It is far external use 

only. Avoid cantact with the eyes. 
2. Patients should be advised nctt to- used this rnedi~ati~~ for any disorder other thm 

for which it was prescribed. 
3. The treated skin area should not be bandaged or ~therw~~ covered or wrap 

be occlusive unless directed by the physician. 
4. Patients should report any signs of local adverse reactions especially under 

occlusive dressing. 



5. Parents of iatric patients should be advised not to use tight-~tt~g drapers or 
plastic pan n a child being treated in the diaper area, as these garment may 
constitute occlusive d 

~a~u~at~ry Tests: The tests may be helpful in evaluating the HPA axis 
suppression: 

Urinary free cartisol test 
ACTH st~u~ati~n test 

~a~~i~~ge~~sis~ M~tage~~sls, Impaimte~lt of Fertility: Long term animal studies 
have not been p~rfurmed to evaluate the carcinogenic potential or the effect sn fert~ty 
af topical corticosteroids. Studies fu determine mutagenicity with pr~dnis~l~ne and 
h~dr~~~rtis~n~ have revealed negative results. 
Pr~g~a~cy~ Terabgenic EEw~S. Pregnancy Category C: ~~~icost~r~ids are 
generally teratogenic in laboratory animals when adm~~tered syst~mi~a~y at relatively 
low dosage levels. The more potent curtieasteroids have been shown to be terat~geni~ 
after dermal app~cati~n in lab~ratury animals. There a u adequate and well- 
~~ntr~~ed studies in pregnant women on teratogenic ts from topically 
corticasteroids. 
Therefore, topical c~~i~~steruids should be used during pregnancy only if the 
benefit justifies the potential risk to the fetus. Drugs of this class should not be 
extensively on pregnant patients, in large am~uuts, or for prul~~g~d period sf time- 
Nursing Mothers: It is not know whether topical adm~istrati~n of ~~rtic~ster~ids 
could result in sufficient systemic absorption to produce det s in breast 
milk. Syst~mica~y administered ~~rti~uster~ids are secreted in 
quantities not likely to have a deleterious effect on the infant. ~~v~rth~l~ss, caution 
should be exercised when topical ~Qrti~~st~r~ids are ad~ist~red toi a nurs~g woman. 
Pediatric Use: Pedh-k patim& may ~~~~~~~r~~~ greakr ~~~c~~~~~~~~~ h2 hpkd 
cor~~co~~ero~d ~~d~~~d HPA axis ~~~~~~~~~~0~ c;md Cwhilzg 3 ~~~dr~~~ ~~~~ ~~~~~~ 

~ec~~~e of a larger sk& ~~~~c~ &I body weight ratiu 
Qtbalami~-pituitary-adrenal (HPA) axis suppression, Cush g’s s~dr~rn~~ and 

~tra~r~ial hypertension have been reported in children receiving topical 
carticosteroids. ~an~estati~ns of adrenal suppression in chidden include linear growth 
retardation, delayed weight gain, low plasm cortisol levels, and absence of 

ulation. ~a~~~stati~ns of ~tra~ranial h~~rte~si~~ include bul 
headaches, and bilateral papilledema. 

Adm~trati~n of topical corticosteroids !& children should be limited to the least 
amount compatible with an effective therapeutic regimen. Chronic ~urtic~st~r~id 
therapy may interfere with the growth and development of children. 
ADVERSE REACTIONS: 

e following local adverse reactions are reported ~frequ~~tly with typical 
but may occur more frequently with the use of occlusive dress~g. 

These reaction are listed in an approximate decreasing order elf ~~~urr~~cg: 
Burning ~~ertich~s~ of the skin maceration 
Itching Acnciform eruptions Secondary infection 
irritation HypQpigm~ntati~n 



Dryness 
F~~~u~tis 
QVERDUSAGE 

Periural dermatitis Striae 
Allergic contact dermatitis Miliaria 

Topically applied corticosteroids can be absorbed in sufficient amounts to produce 
systemic effects. (See PRECAUTIONS. > 
DUSAGE AND A~MI~~ST~T~~~ 
Topical CQrti~~st~r~ids are generally app~ed to the effected areas as a thin fiti two to 
four times daily depending on the severity af the condition. 
Occlusive dressing may be used for the management of psoriasis or recalcitrant 
c~~diti~ns* If an infection develops, the used of occlusive dressings should 
discontinued and appropriate ant~cr~bial therapy instituted, 
HOW SUPPLIED 
fkoz. bottle (NDC xxxx-xxxx-xx) 

oz. bottle (NDC xxxx-xxxx-xx) 
Only. 

Store at contrukd room temperature 15 “C - 30°C (59O 

FERNDALE ~~URATUR~ES~ INC. 
Ferndale, Michigan 48220 

fSS. 


